
Friday, July 05, 2002 11 :00 AM PM&D I SaCRA 215-345-7369
p,O3

RECRUITMENT OF R,ESEARCH SUBJECTS

Christine Grady, RN, PhD, FAAN
Head, Section on Human Subjects, Ro&sarch,

Department of Clinical Bioethics.
National Institutes of Health

Abstract: This urtic[ejocI,/ses on
the etm,~ul con,\'iderations that mIlS!
be taken into account when recruit-
ing subject,~jor clinicall"eseal"L'h.
Thft.\'c cthjca! consi,Jer,rtion.v are
dj"jded into Ihl-ee categories: .$elec-
lion, l-ecruitment, and enrollment.
The issues oj'providing the potential
,~/lbject with s~fficient opportunity 10
con~'ider participation and minimiz-
ing coercion and llndue il1/1uence
during the informed t:onsent proces,~
are highlighled,

should be particularly cognizant of
the spel:ial problems of research
it\volving vull1erllble populations."
This staternel1t provides a sense that
the scientific question drives selec-
tion of research subjects but directs
researchers a11d JRBs to think about
equitability in selection and provid-
ing additional protection to people
who are vulncrtlble. Tllc issuc of
equitable subject selcction was fiL"Sf:
articulated in writing in tl1e Belmon~
Report, which calls tot ", ..fi1lrprQ~
cedufes and ollroomes in tl1C selec';.~
non of research subjects." Fail.
distribution of the benefi £s and bur.
dens of research should be examined
carefully for every {eseaJ"ch pro-
tocol. A recent shift In anitude
about porticjpation in research is
of note. Federal regulation~ and
available codes of rc:s~arch cthics
1"eflect a very Strong emphasis
011 protection of research subjects.
ft-om the burdcns of rcscMCh, but
during the 1990s, a pendulum sWll1g
OCCUTrcd in which potentia151}bjccrs
bcgnn to d~nd 8CCC56 to the ben~'
efits ofresem"ch- AIDS and breast'
cancer activists and others are advo.
ca~ .'1CCCS8 tu lhe bGnefit.s ofpmici-
patton ill clinical resellfch,

ate knowledge and not necessarily
to directly betlefit people) protecting
subjects from possible exp1oitation
or harm in the conduct of research
is always a concern. This is the
ba~is tor all etl1ica1 requirements and
regulations, Careful attention to the
selection, recruitment, and enroll-
ment of subjects U1 rci'earch, both
individually ilJ1d in groups, is funda-
mental to protectjng subjects from
exploitation and harD1.

Selection of Research Subjects
After tho research question is detr;r-
mined, the fil"8t consideration is who
the desired subjects are (Table I)
in order to be abl.c to answer that
question. Reseal~hers must consIder
how many subj el~ts are needed to
achieve adequate: power and stlltisti-
cal capabjliiy. Once those matters
are determined, otl1er considerations
come into play. Ethically, people
snould not be excluded from
research participation without a
good reason. Recent NIH guidelines
require effoI1s to h1clude womcn,
ethnic minorities, and children in
research.

of research subject~ into context,
we know that clinjcal research is
the search for knowledge useful to
understanding and improving health.
Clinical research l'equires the shldy
ofhumal1 subjects in order to be
able to understand human health.
Recruitment of subjects for clinical
research is critical. In order to be
able to successfully complete a study,
recruitment must bc tilnely, Imd the
right number al)d type of subjects
must bc cnrolled.

The Common Rule (45 CFR
46. 11(a)(3» mal1dates that the IRE
consider Whctllcr sclcction of 5ub-
jects is equitable. Thc role states:
"In making this assessment the IRB
!Ohmud tnkc inta aCCl)unt thc pur-
poses of the resellrch and the setting
in which it will be conducted and

NIH guidelines that require inves-
tigators to include women, erhnic
minorities, and childre11 in research
are bBBed 011 the notion that par-
ticipation in a study often benefits
groups iD socicly as well os the indi.

~orR A ,qOIl ~~ -J.l

Therc is limited literature on tllC ethi-
cal consideTations that must be taken
into account when l-ecrujting subjects
for clinical rcse31'ch. Since the pur-
pose of clinical research is to gener--
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vidual subject. In order to use infor-
mation from clinical trials to treat
women, ethnic minorities, or chil-
dren, who might be biologically dif-
ferent in terms of thei r response
to treatment, tbcse groups mu5t be
inclu&d in research studies.

tors .re required to obtAin a legally
effCl.."tive informed consent from the
subj~t or tile legally authorized
representative in every aaQe unless
there js a waiver approved by afl
rRB. Federal I:egulations require
that resellTchers seek consent "only
under circumstances thar provide tbe
prospcctive subject or representative
sufficient oppommity to con~ider
whether or not to participate and that
minimize the possibility of coercion
of undue inflUellce."

In addition to tllinking about bene-
fits, we must consider whether some
individual" are marc: susceptible to
risk than others, and whether that
potenual for risk is so great that 1hey
should be justifiably e'l.cluded from
the SUJdy.

Determining what "a sufficient
opportunity to consider" is and
"minimizing coercion and undue
influence" are not straightforward
issues. There are many ways to
think about minimizing the possibil-
ity of coercion and undue influence
during the informed consent process.
InfOmlation provided must be accu-
rate and adequate. For example, the
Inspector General report expressed
concern about whether some adver-
tising for clinical research is mis-
leading, and causing people to
expect therapy mther than a clinical
research study- Infoln1ation pro-
vided to potential subjects should
lead to Ii clear uT1dersbmding abo1.it
the rescafch.

Researchers 1"50 often offer incen.
tives to provide people with a reason
to participate in a study. There
is a fine line, however. between
arousing intel:est in tb~ study and
avoiding exploitation and coercion.
Incentives in the form of money.
equipment sUI~h as computers, vaca-
tions, authorship, and so forth are
sometimes o~ to physicians and
others who refer patients to clinical
trials, but this practice is vcry
controversia1. In JUDe 2000, the
Inspector GClJem published a report
on recruiting subjects that made
a number of rc:commendations for
improving recrllitment practices,
inc1uding advertisiDg, targeting) and
offering incentives.

Consideration of who will receive
the benefi~ of research goes beyond
the inclusion of women, edlJ)lc
mlnorftics, and children in tJle
United Stutes, and is Ii central
issue in debates about intenmtional
research.

In summary, subjr:ct selection is
based on scientific detennination of
who the appropriate subjects are to
answer the question, consideration
ofthc risks and benefits fur those
individllals and groups, and then Ii
delineation of ~ligibility and exclu-
siOTl critcria. AU ofthar must be
done before recrnitInent is begun.
The next task is to find, ~cruit, and
enroll thc subjects.

In order to allow potential subjects
to make a ftee decision about par-
ticipating in research, pressure from
physicians or other people, or cir-
cumstances, must be minimizcd.
Studies have shown that recruiting
subjects through their personal phy-
sicians can be problematic. For
~ample. the Advisory Commission
on Human Radiation Experiments
Swvey of 1 ,000 patients who par-
ticipated in research studies reported
that rn~ny respondents said that ~
participated in research because their
doctor told them to. A few institu-
tiolls have rules that prevent a physi-
cian who is taking care of a patient
ftom enrolling that pntient in hi!l/her
research. nus is cunsistent with
a statement in the Declaration of
Helsinki advising caution in obtain-
fl1g consent from someone in a
'dependsnt relationship' with their
physician.

Enrollment OJf Researcb Sl1bj~ts
Enrollment of snJdy subjects begins
after developillg eligibility criteria
and advertisinJ~ or mygel:ing subjects
(Table 2). At this point, the process
begins to shift from what we usually
consider recruitment to what we
usually considj~ infonned consent.
but it may be thought of more
as a continuum. Informed consent

begins when you advertise for sub-
jects. The infonIled consent process
jocilldes:

.providing in:ronnation to
potential subjects,

.assessing a l)otenl:iaI subject's
ability to understand and ms/her
understa.ndillg of the particular
infonnation about 8 study,

.alwwing thE~ potential eubjeot to
make a free Ichoice about parrici-
parlon, and

.doaumenting thAt (;hoice in the
form of a signature on an
infOIDled consent document.

The informed consent procCli8 is part
of eTlrOIInlent of research subjects.

Recruitment of Research Subjects
Recruiting sUbjC;Ct5 in~Iudcs both the
challenge of getting information
to the people whom you want to
recrnit and ~ttiDg thcm intcres£ai in
the study that you life conducting.
Recruitment is usually conductcd
through advertisements, ~rgeting
certain groups of potential subjects,
and sometimes offering incentives.
AdvertisemeniB aTe somcnlDcB
placed in general newspapers, on the
Internet, in specialty journals, or
on flyen in medical offiDe or elinic
waiting roams. Methods of tar-
gcting certain groups might include
requesting pt;nIljssion to TecI11it Bub.
jects from a specific clinic". practice
or asking someone from that group
to refer subjects to you, or acce&sing

people through patient databases or
disease advocacy groups.

Regulatory aDd Ethi"a]
Considerations: in Selection,
Recruitment, and Enrollment of
Rese8.reb Subjec"
Federal regulations and ethical con-
siderations guide the process of
seJe~tion, recruitment, and enroll-
ment of study BlLbjects. TIle
Common Rule states that investiga-

1.1 -~..j"tu A, ~n.w_nft



p,O5

The circumstanccs w1der which
p~ople make decisions should be
as free of influence as possible, It:c.
ognizing that thc inf1~1Ct\cf; of cir-
curn~rnnc~s is hard to separate our.
We are all influcIlccd by a myriad of
different things, inc1udillg our heOl.lth
and social conditions. Imagine,
for exampic, a pel"Son who ha.. a dis-
ease for which he/she has already
exhausted standard available tltera-
pies awl is now being offered the
option of clinical research, or 11
person who has no health insurance
or no way to access treatment for:
his/her disease who reads about
a free investigational treatment for
mat discase. How free is the deci-
sion to participate in research when
the pe~on 's options are so limited or
non-existent?

reasons." The limited research about
what motivate~ people to psrticipate
iTj clinical reswTCh suggests that
people participate primarily for the
hopc oftheTapeutic benefit. Other
rC3SOOB include trust in their physi-
cian", to help others with the disease
and future generations, for medical
care they cannot get elsewhere, for
money, and for academic rewards
(for student subjects). Incentives,
which include access to treatment,
free care, money, quid pro quo,
and, promotionF./iJ'ades/references
(for student subjects) overlap with
motivations in many Wtlys.

refuse." That makes sense at
some level but it is very hBl-d
to recognize. Others describe
undue influence 8S "8 controlling
and irresiitible influence." The
IRB Gllidebook of the Office
for Human Rcse!lrch Protections
poovides helpful advice about
undue influence, stating that it is
problematic for two main reasons:
I. Sometimes offers a~ so

atti:acttve that they impair peo.
pIe's judgment, and people will
accept risks. and do things that
they would not or should not
otherwise do because the offer
is the only thing that they can
see.

2. An overly attrBctive offer might
CRuse porential subjects to mis-
represent themselves becauSE:
d1ey want to be eligible for a
study. This is a problem both
for thc; safety and well-being of
the subject as well as the valid-
ity of thc data.

Since rhe researcher must minimize
coert:ioll and undue lllfll1el1Ce
accol-ding to the Common Rule, tIle
problem becomes finding a line 011
the continuum of incentives, from
motivational to undue influence, and
deterntining what undue iufluence is
and how to recognize and avoid or
minimize it. Undue influence is often
described as: "an ofTcr one Cllnnot

Incentives and Undue Induumeot
Tllere is not a clear line between
motivations to pa11icipate in research
and incentive.~. In fact, one defini-
tion of incentives is "motivational

TABLE ~"

SeJection ",~,;~~t~ent ~(~,~~,.rch Subj~t.
" ~~. ,;:. ,; ;;;:,;" :: :.::.,.: :

8 .Determine whiQhsubj,~cts ~~ n:ee~dfor ~ci~tificreasons

" EStablish, eligibility; and.'.exclu~on' criteria:

8;

.~'

'

.T"'U2 ,..E~~~e~t: 
O~:l\~~,ebSUbjects

~ ~~.tjJ(_ttf~ 8Ub~,~.t;!~;;~~~~
evaluatett\e' ri~;b~efi_~Q;n4aI~tives arid fuakea:-: ":


